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1. This opinion contains indications relating to the following items: 





Box No. I 


Basis of the opinion 




Box No II 


Priority 




Box No. in 


Non-establishment of opinion with Tegard to novelty, inventive step and industrial applicability 




Box No. IV 


Lack of unity of invention 




Box No. V 


Reasoned statement under Rule 43£is.l(a)(i) with Tegard to novelty, inventive step or industrial 


□ 




applicability; citations and explanations supporting such statement 


Box No. VI 


Certain documents cited 




Box No. VH 


Certain defects in the international application 


□ 


Box No. Vfll 


Certain observations on the international application 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, tin's opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPSA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66Abis(b) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
IPEA a written reply togeflier, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 

For further options, see Form PCT/IS A/220. 

3. For further details, see notes to Form PCT/2SA/220. 
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International application No. 
PCT/IL04/01046 



Box No, I Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of: 
Kl the international application in the language in which it was filed 

I I a translation of the international application into , which is the language of a translation furnished for the purposes of 

international search (Rules 12.3(a) and 23.1(b)). 

2. Willi regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

I I a sequence listing 

! I tablc(s) related to the sequence listing 

b. format of material 
I I on paper 

I I in electronic form 

c. time of filing/furnishing 

□ contained in the international application as filed. 

I I filed together with the international application in electronic form. 
I I furnished subsequently to this Authority for the purposes of search. 

3- CZ! In addition, in the case that more than one version or copy of a sequence listing and/or tablets) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

4. Additional comments: 



Form PCT/iSA/237(Box No. I) (April 2005) 
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INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/IL04/01046 



Box No. II Priority 



The validity of the priority claim has not been considered because the International Searching Authority does not have in its 
possession a copy of the earlier application whose priority has been claimed or, where required, a translation of that earlier 
application. This opinion has nevertheless been established on the assumption that the relevant date (Rules 436&.1 and 64.1) 
is the claimed priority date. 

2. \}Q This opinion has been established as if no priority had been claimed due to the fact that the priority claim has been found 

invalid (Rules 43bisA and 64.1). Thus for the purposes of this opinion, the international tiling date indicated above is 
considered to be the relevant date. 

3. Additional observations, if necessary: 

The priority claim is considered invalid because none of the claims are supported by the priority application. 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


Internationa] application No. 1 
PCT/BL04/0I046 


Box No. in Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 1 


The questions whether the claimed invention appeals to be novel, to involve an inventi vo step (to be non-obvious), or to be 
industrially applicable have not been examined in respect of: j 


1 1 the entire international application 


* i 

* H 


1/*^ claims Nos.fi 




because: 





□ the said international application, or the said claim Nos. 
an international search (specify): 



relate to the folk) wing subject matter which does not require 



□ 

the description, claims or drawings (Indicate particular elements below) or said claims Nos. are so unclear that no 

meaningful opinion could be formed (specify): 




the claims, or said claims Nos. £ are so inadequately supported by the description that no meaningful opinion could be 
formed (specify): 

no is GRF provided 



□ 

no international search report has been established for said claims Nos. 

LJ a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

O furnish a sequence listing on paper complying with the standard provided for in Annex C of the 
Ad^nmistrative Instructions, and such listing was not available to the International Searching Authority 
in a form and manner acceptable to it 

□ furnish a sequence listing in electronic form complying with the standard provided for in Annex C of 
the A&ninistrative Instructions, and such listing was not available to the International Searching 
Authority in a form and manner acceptable to it 

pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation 
under Rules 13/er.l(a) or (b). 

a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant did 
not, within the prescribed time limit, furnish such tables in electronic form complying with the technical 
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not available 
to the International Searching Authority in a form and manner acceptable to it. 

O the tables related to the nucleotide and/or amino acid sequence listing, if in electronic form only, do not comply 
with the technical requirements provided for in Annex Obis of the Administrative Instructions 

See Supplemental Box for further details. 
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International application No. 
PCT/IL04/01046 



Box No. IV Lack of unity of invention 




1 . LAJ In response to the invitation (Form PCT/ISA/206) to pay additional fees the applicant has, within the applicable time limit: 
I | paid additional fees 

paid additional fees under protest and, where applicable, the protest fee 
paid additional fees under protest but the applicable protest fee was not paid 
not paid additional fees 




2. [J This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant to 

pay additional fees. 

3. This Authority considers that the itxrmrarientof uri^ 13,2and 133 is 
LJ complied with 




not complied with for the following reasons: 
See the lack of unity section of the International Search Report(Form PCT/ISA/2 1 0) 



4. Consequently, this opinion has been established in respect of the following parts of the international application: 
I | all parts. 

the parts relating to claims Nos. M and7-[l 
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International application No. 
PCT/IL04/01046 



Box No. V Reasoned statement under Rale 43 6is.l(a)(f) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 

Novelty (N) 



Claims 3. 7-1 1 



Claims U2AS 



Inventive step (IS) 



Claims 2. 



Claims 1.2. 4.5.7-11 



.YES 
NO 



YES 

NO 



Industrial applicability (IA) 



Claims 1-3.7-11 



Claims NONE 



.YES 
NO 



2. Citations and explanations: 
c^otnt ^de^r^! «•"■ indusuia, app.io.bili* because the subject matte, 

Claims 12, 4, 5 lack novelty under PCT Article 33(2) as being anticipated by Ratcliffet aL The claims are directed to isolated stem 
cells .naructi^ly embryonic stem cells, wherein the stem cell carries a disease-canying mutation, that is assoda^wTft a Sf^ 

ireenrnr^crmcer 5 - ^^^^^S^SSi 

Claims 1,2, 4. 5 lack novelty under PCT Article 33(2) as being anticipated by Van Doorninck etaL, because they teach production of 
mutated mouse ES cell line, particularly the delta-F508 mutation, associated with cystic fibrosis. proouction of 



Claims 1, 2. 4, 5 lack novelty under PCT Article 33(2) as being anticipated by O'Neal et al, 
ES cells with a duplication m exon 3 in the cystic fibrosis locus. 



because they teach the production of mouse 



Claim 3 meets the criteria set out in PCT Article 33(2 H 3), because the prior art does not teach or fairly suggest the claimed invention. 

Claims 7- 1 1 lack an inventive step under PCT Article 33(3) as being obvious over Ratcliffet al or Van Doorninck et al or rVNeal , f », 
when taken with Roach a al. Ratcliff, Van Doorninck and O'Neal all teach mutated mouse ES cVClThTdo ™7sn^Sv lh 
the hnutetions ,n clanns 7-1 \ , wfthregard to the maintenance of the cells in an undifferentiated sX^r^CyXT^^ 

mouse ES cells. They teach that m order to be considered ES cells, the cells must have a normal karyotvne fn 1 last oa™™™^ 
conttnue to grow mdefinitely in an undifferentiated diploid state (p 1,2- paragraph). Tb^hlKhaTcen te ^T^LT 
the cells, ftat mcludes fetal bovine serum (page 2. #23. Media and Reagents, #f ). THey^chZ a^L of FES ttaT^u^dT 
vanous media that the ES cells would grow in, which includes at least 10%FBS fTable ; ln31 TtTub ««^«f , f ^ 

SEfiKteSS^^ffi^ -11 * One of skill would reasonably expect th^e L, tines ^ *"* 
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Box No, VII Certain defects In the international application 



The following defects in the form or contents of the international application have been noted: 

Claim 8 is objected to under PCT Rule 66.2(3)(iii) as containing the following defects) in the form or contents thereof: the term 
"isolated" is im'spelled 
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Supplemental Box 

la case the space in any of the preceding boxes is not sufficient. 



International application No. 
PCT/DL04/01046 



Continuation of IPC: 

CI2N S/OO(2(>O6.Ol) 1 S/02< 2006.0I),5rt>6( 2006,01 ),5/10( 2006\01),5/08f 2006.0I),15/63( 2006.01) 
Cl2N15/S5(2006\01),15/87( 2006.01) 3 



Form PCT/ISA/237 (Supplemental Box) (April 2005) 



